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journal homepage: www.j -bgm.comABSTRACTDysregulation of fibulin-5 correlates with poor
prognosis of nasopharyngeal carcinoma and
promotes the metastasis of nasopharyngeal
cells through the AKT signaling pathwayHsin-Ting Tsai a, Chang-Han Chen a,ba Department of Otolaryngology, Kaohsiung Chang Gung Memorial Hospital,
Chang Gung University College of Medicine, Kaohsiung, Taiwan
b Center for Translational Research in Biomedical Sciences, Kaohsiung Chang Gung Memorial Hospital,
Kaohsiung TaiwanBackground: Nasopharyngeal carcinoma (NPC) is known for its high metastatic potential and locoregional recurrence,
although molecular alterations driving NPC metastasis remain unclear. This study aimed to examine the expression of
fibulin-5 in NPC, correlate the results with clinicopathological variables and survival, and investigate the role of fibulin-5 in
human NPC cell lines.
Materials and Methods: Standard semi-quantitative-RT-PCR, quantitative-RT-PCR, immunoblotting, and immunohisto-
chemistry were used to investigate the mRNA and protein expression profiles of fibulin-5 in normal and NPC tissues.
Immunohistochemistry of fibulin-5 was correlated with clinicopathological characteristics by univariate analyses. NPC
cells overexpressing fibulin-5 or fibulin-5-siRNA cells were generated by stable transfection to characterize the molecular
mechanisms of fibulin-5-elicited cell growth and metastasis.
Results: Our results demonstrated fibulin-5 overexpression in NPC specimens and significantly correlated with advanced
tumor metastasis and poor 5-year survival. Functionally, fibulin-5 overexpression yielded fast growth in NPC cells. In
addition, fibulin-5 promotes cell metastasis in NPC cells through increased FLJ10540 and phosphor-AKT activity. In contrast,
siRNA depletion of fibulin-5 suppressed FLJ10540 expression and phosphor-AKT activity. Suppression either fibulin-5 or
FLJ10540 could cause significant inhibition on cell motility in NPC cells. Finally, immunohistochemical analysis of human
aggressive NPC specimens showed a significant positive correlation between fibulin-5 and FLJ10540 expression.
Conclusion: Higher fibulin-5 expression is not only an important indicator of poor survival, but also contributes to the
development of new therapeutic strategies in the FLJ10540/AKT pathway for NPC treatment.2214-0247/$36 Copyright ª 2013, Taiwan Genomic Medicine and Biomarker Society. Published by Elsevier Taiwan LLC. All rights reserved.
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